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RFMARKS 

These remarks are in response to the Office Action mailed April 10, 2001. 
• f r „ im n claims 54-73, with traverse, in a telephonic restriction on 

Applicant affirms 

March 27, 2001 . New claims 123-155 have been a ^ ^ ^ 

72 and 73 have been canceled without prejudice. Thus, upon entry 
71 and 123-155 are under examination. 



Title ™h *he Abstract 

^-^^ tbe titie and the abstract as rented by the Exam.ne, 



Drawings . i 4 and 14-16 Applicants will 

Applicant notes the Examiner's concern regarding Figures 1, 4, and 

submit formal drawings upon allowance of the claims. 

riaim Objection "epoxide", thereby 

Apphcant has rewritten Cain, 57 with the correct speUmg of the term ep 

rendering this objection moot. 

„„ nrrriONS UNDFB W U.S.C.§U2 

Applicants respectMly request that the rejectton under 35 U.S.C. §1 

"^t-rllbasbeen anrendedto provide the term —n, ceir since the ce.i 
K ed no, be rec— . ^ ^ ^ ^ ^ ^ ^ „ „ , rather ta 

S " mar aa im 67 has been amended to recite detectabie m a*ers wh.ch are "e.pressab,,.. 
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Claims 72 and 73 have been c; 
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anceled, thereby rendering any confusion as to these 



clai ms moo, ^ ^ ^ ^ ^ to redte ^ , ceU component is a educing 
protein", thereby rendering any lack of antecedent basis moot. 

B*^^^ 63 6% md ?3 as rejected und er 35 

Tne rejection of clauns 54, 55, 58, 6 , ^ 

U.S.C. §102 as allegedly anticipated by Stover et 
patent is respectfully traversed. 

of the claim under consideration (InieSpada, 15 USPQ 
USPQ 2d 1566 (Fed. Cir., 1990). 

, J -u * iw the ' 5 1 5 patent refers to a host cell that is 
The "microenvironment" described by the 515 pat Fxemmar y 

microenvironments in the MJ p<uci> 
which are infected by mycobacterium. 

, , Aoolicanfs ••■nicoenviromen." does no. consist of host cells and 
In conttast APP .can U ^ by 

infection b, .he — - ' s b ^t L Jcificat.on.fo.exan.ple. Such m „,ecular 
.Micoen— .', as described on page 50, l.ne IS bridging .0 page 51. line 5, is 
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fatty acid esters; lecithin, fatty ammes and * ^ ^ ^ 

Mono- or dialkyl phosphate esters, or alkyl ammes, e.g. 
hexadecyl amine, dilauryl phosphate, and the hke. 

^present — — 

mi crodrop 1 e K s,abieathi E hte m pera«ures,al,ow,n g s- J bioactivWe s. 

red Hood ceils or macrophages, hposomes, o -y * ^ ^ ^ 

denies. ^^^^^Z^^^^^ 

— ^^^^ 

.o^or—^^^ 
invention does no, reonire infection resnltm m ^ of suc h bioaCve moiecu.es 
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as in the '515 patent. 

f -u to teach such encapsulation techniques or 
The '515 patent fads to teach 

j .^refcre cannot anticipate the present 
microenvironments and therefore 

Applicant requests withdraw! of the rejection under §1 02. 

action of Cairns 54, 55, 58, 59, 62, 63, 67, 68, 69, and 73 under 35 U.S^C 
The rejection u p atent 5 67 9,515, hereinafter, the 5n 

§103 as allegedly obvious in view of Stover e a - • • > ^ ^ 

patent, is respectfully traversed. 

^ w P stover specifically uses mycobacterial 

porter strains since they infect host ceils, i.e., ^ ^ „ ^ foI Kac hin g a 

rrcpinthe studv of host pathogen interactions. 

^rrrrrrr-- 

host eukaryotic cells, su^u a 

result of infection of the eukaryotic cell. 

, f , he -51 5 patent to teach the microenvironments and screening system 
The failure of the 515 patent . ^ ^ ^ „ ,„ 

of t „e claimed invention cannot he remedied by th^di ^ ^ ^ 

comb i»a,io, ^^Z^;^^ ValdWiamerelyproyidesa 
recombinant cell utilized in the examples (,.e my interactions> nuc , e ic acid- 

W or marker that is commonly used ,n studies of protein pr 
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, and the like Trias provides a disclosure that is somewhat curative to ft. 
pro tei» interacts -d Uke. (o , nftct a ce „ ^ forming a 

• 515 paten, in ft- * focuses o fte « ^ ^ „ Kach 

m ic,oenvironmen< for study of the bactenum an P macropnag e, for 

orsuggestuseofanymicroen— 

ami x,ure of organisms and more preferably from 

nor suggested by Trias aione or ,n combinatton wtth any of the 

be withdrawn. 

rnNrl.USlON . 

f ,he reasons set forth herein, Applicants maintain that clamrs 54- 
, n summary, for the reasons^ ^ ^ ^ ^ 

71 and 123-155 dearly and patent* ^ Qffice Actton , and respectfully reouest 
Examiner reconsider the various grounds se, form 
the allowance of the claims which are now pendmg. 
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• „„,d like to discuss any of the issues raised in the Offiee Action, 
lf te Earner would Ite to ctege ^ ftes , 

Applicant's representative can be reached a. (85 6 
or make any credits, to Deposit Account No. 50-1355. 



Respectfully submitted, 



Date: OctoberJO^OOi 




Lisa A.^Haile, Ph.D. 
Reg. No. 38,347 
Telephone: (858) 677-1456 

Facsimile: (858) 677-1465 



GRAY CARY WARE & FREIDENRICH llp 
4365 Executive Drive Suite 1100 
San Diego, CaHforma 92121-2189 
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m THE SPECI FICATION: 

BIOMOLECULES;- 

^^^^^^^^ 
^^^^^^^^ 

^ified activity. 



Please 



of U.S. applic^QIlSerialNo 



09/»20kfile^^ 
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filedJuneJ6^i997 i 



to THF. CLAIMS: 

Please amend the claims as follows: 



54. 



^^^^^ 

sodulaestheacjw^^ 

tended, The method of Can* 54, wherein ,he [agenr, Ute* - - «*« « 

molecule. 

5 , (Amended, The me,hod ofc.a im 54, wherein «he [a g en t] ^ , derived from a 8 ene 

expression library. 

(Amended) The method of claim 55, wherein the enzyme i, selected from 
(Amended) glyc0S i daS es, glycosyl transferases, 

consisting of lipases, esterases, proteases, ^ lignin peroxidases, 

ph0S phatases, kinases, mono- ^^^^^ 
diarylpropane peroxidases, [epoode] epoxide hydrolases, 
transaminases, amidases, and acylases. 



55. 



57. 
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the target cell component. 

fc tb d of claim 54 wherein the [agent] macule, enhances the activity 
59. (Amended) The method of claim 
of the target cell component. 

component and detectable marker. 

„ * d of claim 54 wherein the micro-environment is a liposome, gel 
63 (Amended) The method of claim 54, 

' micr odrop,head,a g aro S e,cen,m^*orghostcell. 

* d of claim 54 wherein the detectable marker is a [fluorescent dye, 
67 . ( Amended)Themethodofclaim54,w a radio*** 

a visible dye,] a bioluminescent molecule, a chemilum 
material, or an enzymatic substrate. 

* H of claim 54, wherein the [protein] celUQir^pner, is a 
70. (Amended) The method of claim 

transducing protein. 



60. 



Please add the following new claims: 



123. 



■ — TnT^traet DNA sequences comprising: 

a) «,-e„caps Ul a S » ^ comprising . detectabl e nwta; 

onanisms w,h a ■^^7*,^ such conditio „s and for such time 

DNA sequences. 



b) 
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' produceanexpressionlibraryofaptealityofclones. 

12 , Th e m e,h„d of elarnr ,23, wherein rhe or g aMsms ar^—nsrns. 

L„ are uncultured microorganisms. 
, 26 . The meihodof daim 125, wherein the mreroo^nrsms 

„ f Urn 125 finta compr/ng screeing the expression Ubrary for a 
12 7. The method of claim 125, iuraw 
specified enzyme activity. 

, • /he tamet DNA obtained from the mixture of 
, j r \23 wherem/the target 

12 8 The method of claim izj, v 

rSM*- 2 ^ 

d) transforming a host/cell witnxne 

■ no is bY FACS analysis, a magnetic field 
+ u ri nf rlaim .123, wherein screening is oy 
! 29 . The method of claim spectroS copic screening apparatus, 

sensing device, flow^etry or a mass spectro P 

, A nf clahn L^rein said target DNA is gene cluster DNA. 

130. The method of claim n*r*™ 

/ , • n5 wherein the microorganisms are derived from an 

13 1. The method /of claim 125, wherein 

environmental sample. 
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mixture of terrestrial microcosms, marine microorganisms and airborne 

microorganisms. 

13 , v.^*~^**-~/~?Z?T£Z 

p.asmids, phagemids, cosmids, fosmids, vrra, vectors, P. 

chromosomes. 

,34. The method of clarm ,23, wherein the target^A comprises one or more operons, or 

portions thereof, of the DNA population. 
135 . The method of claim ,3, wherein the o/ron or portions .hereof encodes a complete or 

partial metabolic pathway. 
13 , The me ft „d of Cairn .36, /erein the — d microorganisms comprise 
extremophiles. 

JM , i ./wherein the extremophiles are selected from the group 
psychrotrophs. 

138 . The method of clai/ ^erein the host cei, ,s sdected from a oac.er.um, fungus, 
plant cell, insect ceH or animal cell. 

,39. The method of im 123, wherein the target DNA encodes 



140. The 



method/of claim 139, wherein the protein is an enzyme. 
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141 The method of Cairn 140, .herein the enzyme is selected fronyhe group — g of 
oridoreductases, transferases, hydrolases, lyases, isomerases, l.gases. 

142 The method of elaim ,23, wherein the microenviror^en/a liposome, gel tnicrodrop, 
bead, agarose, eell, ghost red blood cell or macrophage. 

,« The method of claim 142, wherein the liposome/ are prepared from one or more 
' phospholipids, gfycoliptds, steroids, alkyl phosphaTes or fatty acd esters. 

144 . The method of clarm .43, wherein the /sphoiip.ds are se.ected from .ectthin, 

sphingomyelin or dipalmitoyl. 
14 , The method of c.atm ,43, wherem the/erotds are selected from cholesterol, choiestanol 

or lanosterol. 

, 46 The method of claim 123, wher/n the detectable marker is a fluorescent dye, a visible 

enzymatic substrate. / 
14 , The method of claim d J& "escen, material is green fluorescent 
protein (GFP) or red fluorescent protein (RFP). 

,48 The method of «Jl47. wherein detection of the fluorescent dye or a visible dye is 
carried out by fluo/ometric or spectrophotometric measurement. 

149 A methc, of Infying a molecule that affects eel, growth comprising co-.capsuMing 
.he mo,ecu,/and a target ce„ in a microenvironment under condrUons that a„ow 
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molecule and the target cell to interact, and detecthWeffect on the growth of the target 
cell, thereby identifying a molecule that affects cell afowth. 

150. The method of claim 149, wherein the molecules expressed in a cell and the cell is co- 
encapsulated in the microenvironment with target cell. 



151. The 



152. The 



method of claim 149, wherein the effect is inhibition of cell growth, 
method of claim 149, wherein tl4 effect is stimulation of cell growth. 



method of claim 149, whe/in the effect is termination of all cell growth. 




153. The 



r/i -^!^T^r 14Q wherein the molecule is produced by a 
154. The method as in any of/claims 55 or 149, wnerein me 

Streptomyces or Actinomyces species. 

,55. The method of clai/l54, whereta the S,rep,on,yce S or ACinomyces species are single 

cells or fragmented mycelia. -- 
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